Abstract
Introduction
The hallmark phenomena in inbred MRLrMpJ-lpr Ž . Ž . MRL-lpr and MRLrMpJ qrq MRL qrq murine substrains are hypermaturity, accelerated aging and spontaneous development of a systemic, lupus-like autoimmune Ž . disease Smith and Steinberg, 1983 . Although MRL-lpr Ž and MRL qrq mice are similar in many respects e.g., . appearance, size and reproductive age , they differ in the age of onset of autoimmunity. MRL-lpr mice show lupus-like symptoms between the 2nd and the 3rd month of life whereas MRL qrq mice show them several months later Ž Ž . . reviewed in the work of Theofilopoulos 1992 . The principal factor accounting for the accelerated autoimmunity in the MRL-lpr substrain is a defect in Fas gene expression, produced by a point mutation in the lpr gene Ž on chromosome 19 reviewed in the work of Shirai and Ž .. Klinman 1994 . This mutation interferes with normal Fas-induced apoptosis, and so contributes to prolonged survival of activated lymphocytes and autoreactive T-and B-cell clones.
Coincident with the appearance of serological indices of autoimmunity MRL-lpr mice develop a characteristic be- 0165-5728r98r$19 .00 q 1998 Elsevier Science B.V. All rights reserved.
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